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Abstract olJP 4327587 (A) 

PURPOSE:To obtain a novel compound having 
high chemotherapeutic coefficient and high safety 
and useful as an antiviral agent by reacting a 
cyclopentene derivative with a 3-deazaadenine 
derivative in an inert solvent and eliminating 
protecting group from the reaction product. 
CONSTITUTION ;A compound of formula I (Y is 
lower alkyl; R1' to R3' are OH-protecting group; X is 
electron-attracting eliminable group) is made to 
react with a compound of formula II (R4 is H or 
ami no-protecting group) in an inert solvent (e.g. 
THF) in the presence of 2-5 equivalent of a base 
(e.g. sodium hydride) and 1-2 equivalent of a crown 
ether (based on the compound of formula I) e.g. at 
room temperature to obtain the objective compound 
of formula III (R1 to R3 are same as R1' to R3'), e.g. 
6'-C-methyl-3-deazaneplanocin A derivative. 
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[0031] 6' -*;i/s;i/ft (xii) ©7^;Hbt'<k 

>)4i;&fl:^ft©6 , tto*a»o«att. wsbr 3 '© 
«^ta«fcffaoT%j:<, St. a. twft^fc* 

■&ttfcfc£*a»&©75 /«BafcAtf*aa©»* 
a. aa, a. «afl:*T?fflv»5*ttfc«toTffa:5c 

[0 0 3 2] £(±©ck5lCbT^e.nfc6* -C-7JV 
+*-3-T7f^7yy>A (I) SK««35»6» 

**. ma a. K«t:a^&»a*ast. *©ss 
s^^/-;i/*©aaica»u cn*->>j*y/wp© 

©i§ ffi ffi $ tt* * 7 a £ o v h if 5 7 a - fc «fc 

[0033] acaaicisu. 6* -c-?k;i/-3 

-r71f*77/ ->>A (I) S-iitt©^ffiT-€-©Ea 



«■ 



(9) 



&BB¥4-3 2 7 5 8 7 



15 

&<»mtLT\t. mm, «»> u >»&<>: ©««»© 

soiovk, a/\?st u>m 

[0 0 3 4] *^W© 6 ' - C - 7)^)1- 3 -x71f 
^5;-»A (I) lCtt^O^©^^**i$.0. 

5. &i3. #&1 ©fc^ft (V) tctt. 6ffilcMLT2 

K (VII) ici5^T. i&©x^ttii# 

aElTfcSJltaWtU^ 2&&£S©R1';!)<7 

[0 0 3 5] (I) £fctt*©:l£ffi'71' 

JVX?i!li:LTffl^5tC[i, W«i3©ft£«!> (I) SfctJ 
■fWlS-fCSST, feL<ttii»©a#:tt ! bCKSi| 

[0 0 3 6] S^fctUTH. (flAtf 

»mi*3. ffiim itf. )»Ert^©awis-^. amrts 
ess Sflft; fc c n e ic£ u xfrfc 5 - tat? £ 

5. 01 AH, Sffi-iLTtt. ftflk ftflk Ittt 

tt. SIS. Y>-5> k ****5/^^* 

■tjna-x. n->x?-3\ titular £©r»». 

^JHr^a-x^kJ^A. t Kn*->^Dhr;i^fe;p 
o-x, *Sft-fe;i/D-x, x^jht;ud-x, #'jfc*x 

x, ^M^v^JHr^o-x^MJ^A. bKn* 
•J^A. ^Ii/->f>> ->3«SgJteB6xxx;k #'jv 

HP«t*». vaSJgJftSIXXTMk Xx7'J>Kv^ 
->>7A. X-r7 , J>K*JUv">A^f©»iR?W. 
teiISi JtUMI. SfeSiJ. #^^if*figffl-r-5C<»:^T 

[0 0 3 7] *f£9Hfc-&«) (I) £fctt*©Jfi 

li. »SSt. xv;vv3>91. yD'/7l, xg+->;u 



15 



JSC. S»JW. ttiftft. ft«3H*»*.Tt>J:^. 
£©#&P?fiJli££tt©j&# 1W 7)ll3.£\Z%i*$k 

J0 [0 0 3 8] (I) *fett^©«ffl!S#l: 

mtZZtf, -RICH:, *A-ASD{k^«l (I) tbT 
105mg~lgg*. »St<tt2 5-5 0 Omgg 
Ki: U. 'tl* 1 ~ 3 @C^^TS4Tn«J;V\ 
[0 0 3 9] «±©»<LT#e>tlfc6'-C- 

7;p*;p-3-x7if^^'5y>'>A d) ic^^r. 

[0040] (i) mo-Dizttm 
ito w J^xf^ffl^i7>5 1 ■7'1 , ? n/H 7;i/-x-^x> 

20 h-T^H-Jrt-fe^t!^, Sfi24#. ^3^. ^3 5 3 
~3 6 1H( Antimicrobial Agents andCnemothera 
py, Vol. 24, No. 3, P. 353-361(1983)) ©t£»!*&- 
&&%.LT&.Tom<)n-Dtz. BP^Ve r oM& (F 

T^4^II6) 3 X 1 0 s aiflS/m 1 $Siffi$*fc-f-^ 
^©*^S«* (1 0 5K4^!£]fofil£#) »: 2 0 0 
U 1 *9 S^is^V-r-^TIgitU. S*m«e«b 

©«/M5«fl«» ( 3 »9 0 « 1 £JQ 

50 A. ^*HSH*^i)PTC*tt-5 5 0%«*iffllB!S»* 
(Tissue culture infec-tions dosis 50% ; TC 
IDs.) SftSbT*^. SiS^nfcTC ID 50 ©1 0 
0«»Viitft©^^;WXffil Otf I SftlCWJ!JL,fc«* 
^W-r-lcSI«UT, 3 e. I: 3 6 IB? IW, 3 7"C, 5%C 
OaTT?**U S^atTTiBlliaXttxd* (CPE) Sr 

[0 0 4 1] (2) ^SS^ttroffl^ 
5X1 0 ( I6/ml©Ve roiBSfflStt'f- 

^;i/©S/]^ae«i ( i o x^m'M^m^m noo 
40 /t i t&mvcsmt*, mmibWii oodi iciaAT9 

8¥&:/U-r-4'T7 2eiB*«U yt-tiV-t^- 
-fA/DvM^V-yF, ^6 5#, 315 5-6 3M 
( J. Immunol. Methods, 65, 55—63(1983)) (CE%3 
nfcMTT j«£ ft IC i 0 at»{k£«l©lffl8S*£ u 

it. «sa«ii*5 0 96«iffl-r-5»g (id 

5 .) tLTSbfc. Cin?i©lg*S:Sgl^lC*-r. 
[0 0 4 2] 

1 
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(10) ftW¥4-32 7 5 87 

17 18 

* m it $ m m(mic) m (mto (mtc/mio 

(/ig/ml) Ug/ml) 



















1. 


0 


1 2. 


4 


1 2. 


4 


















0. 


24 


0. 


5 5 


2. 


3 




0. 


24 


0. 


2 6 


1. 


1 



[0 043] 

7Sz/>a (i) B«nttt9<;wxfpffls*u t*. 

£T#Xfc2 0 0mg/kggDJ84LTfc5Et:W*% 
[0 044] 

5y>a*5Atl4, Ar t.9 3 8 5y'J*y 

[0 0 4 5] # # ft 1 

tl- Whty^fW+^» x?;W hU^*? 

: v-f V7 p Dlf;i/7^>3 2m 1 (2 3 0mm 
o 1) S**7h7kHD77> (THF) 4 0 0ml 30 
tfcJOA, 0TCICTjft#Lfc. COfcOK^ififcTl. 
6M :/^Jl/Uf£A-A*^>ig$l 2 5m 1 (2 0 
Ommol) *«TLfc. 5»«h'J^fWWH 
5-fK52.8ml (2 0 Ommo 1) SHSlrtBT 
tfc, 1 5#&> K**S- 7 GtfcSTftaiU £ 
niC7ir h7^Tt H 1 1 . 2m 1 (2 0 Ommol) 

S«*THF5 0mlfcT#RU&JS**«ITl/&. 3 
0»ft, S^iIISfaffi{b7> : E-^A*l 0 0 m 1 £ 
JD*, *^7?S«»*'\*'9->2 5 0ml *Ki£^;fc\ 
^*1f>Ht*5 0 0ml ICT*#L (2H) , fi|» « 
*hU*AfcT*MMk 7yh7> I p s £»U 

ETiS^bfco #snfc»jts***^?u> 50 

mlflSHfctU N,N-y^W7zU> 100ml 
(7 9 0mmol) £JtJ;L d©»«* 0 t^T«*f 
U SiC^nD^?;l/X~x;i/ 2 2.8ml (3 0 0m 
mo 1) SBTLft. E«tt£BBl;:6£U -*W* 
tm iin£2 1 ©A,*U'>fctt«f, mabfc0.5 
N-HC 1 (5 0 0 m 1 X 2) , * (5 0 0 m 1 X 
1) > ffiS^R*** h U (5 0 0ml x 2) fc 
T*T«B*ft»U 7*hV> I p s ME£iIU Mi 50 



(vU*y^ 5 0 0 g, : 
BBXf* 2 5 : lKTSfli) iCTfitfiU »£^> 
□ -^ftftBtLTfilfc^ftSflt. M 2 7.8 
g (W3 8%) 

[o 04 6] mm m 1 

(2S,3S,4S) -2,3- Mvyot!UT>y* 
*v) -4- [1- If*] 
-4-t Hn+y- 5 D^yfXO^ : 
lTBBSttfc [1- Whtv^Wty) X5 1 
M hU^*?> 2 1. 7g (6 Ommo 1) 
THF 2 4 0ml^M, 7 8 rfc»3JI 

«#Lfc«* 1.6M n-y*WJf9A©^D">8 
$37. 4ml (6 0mmol) $iTlfc. 2 0# 

^1 5 0 9-1 5 1 21 (Tetrahedron Lett., Vol 
31,1509-1512(1990)) C«^TB1IL& (2S.3S) 
-2,3- (>f 7^nKU7>^» -5-v^D 
^>T">- 4 7. 3 7 g (4 8mmo 1 ) ^60 

ml(JDli*THFI:ij»l/t»t*, -7 8tT8rFL 
fco 2. 5P»BH«CTEJSS*fc«. ESSfc^nn 
2 1 £JD?L *4 0 0ml tftmLtzo ^DD 
*MIS9yh7> 1 p sttK (Whatman ttSJ ; ffi 
b d p£) iCTBiBbfcfc. BIK*METBItl/&. 

4 0 0 g, A*U-> : 7i?h>=2 5:1) KTttK 
U 10.6g (9 0%) ©SiftynyT'ttttail/ 

MASS : FAB (Pos.) m/e ; 2 4 5 (MH + ) 
[0 0 4 7] HJS ft 2 

(2S,3S,4S) -2,3- (-f yyaeij7>?* 
-4- [i- Wh+j^^wt^) x?;W 

-4-7* h*v- 5 P^>x>CO^ : ±E* 
«ftlT?#fc (2S,3S,4S) -2,3- MV^D 

eux>^^-» -4- [i- ht'>^f*t+ 

v) X^JU] -4-tFD + y-5-y^D^>7> 
5.93g (24.3mmol) iMft^l^> 1 0 0 

m i $\zto^ ^urmwv, cn\zm*m&9. 1 7 

ml (97.2mmol), 4 - y*^*7S / fcf U v 
> (DMA P) 2.97g (24.3mmol) Rtf HJ 
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X?)V7*>1 3.5 5ml (9 7 . 2mmo i ) SrJO* 
ft. SfilCTl OBfflWfLm ^05M*?D 
D3}n;I/A 4 0 0ml CD+^JnA, 7K8 Om 1 KTffifr 

Lt. i psttiKicTarau » 

(->u*y;i/ 9 0g, A+1f> : Bt«x^;u= 

6:1) KTfllJU S)Sft^(O6ScDa*0®^{C 

»i:UT#fco R f fltOKV^O^Sttft ( R f 
0.38; ^H?tSy | J*WLCyi/-h Ar 
t.5715 ^*1t> : S*»X3^l/= 3:1) 3 . 7 g 
(5 3%) R f (R f , 0. 3 2 ; 

A+t>:SfiXW3 : 1) 2.0 g (2 9%) 

MASS : C I (Pos.) m/e ; 2 8 7 (MH + ) 

[0048] mm m 3 

(1S.2S.3R) - 1 ~7± h+:>- 2, 3 - (>fV 
^nKUT>?**J/) -4- [1- WhtS/^f* 

2Tf»6n&fc£*n?*S (2S,3S,4S) -2,3 
- HvyntfUx>v^+v) -4- [1- Wh + 

D^>x> (RfiOlV^ (R f = 0 . 3 2) <z>ft;£ 
») 1.55g (54.2mmol) ^S*THF5 0m 
1 ttCfllA, SSICPdC 1 2 (CHaCN) 2 7 1mg 
(0.2 7ramol) Sffl, 4-^>l/*y> 2 3 5 
mg (2. 1 7mmo 1) £JnAT7JU:i>;tf X^HM 

&&&7yyi'=L>'i)%>f)Vt>7l* (v»J*y;P 10 
Og, A**>:l»Xf;l/=5 : 1) teT*MBU 4 
84mg (3 1%) ©2/Dy^R1(lItLT«ift§* 
ifc6 9 2mg (4 5%) <Dffif61It»*[II« 

MASS : FAB (Pos.) m/e ; 2 8 7 (MH*) 
[0 04 9] ^JSW 4 

(1S.2S.3R) -2,3- MyyDKUT>^* 
*v) -4- [1- Wht5/^f***-» XWH 

*«3T#6n& (1S.2S.3R) -l-7irh*v 
-2,3- WV^DKUf>y*t'» -4- [1 - 

X3MM -4-->£n^>x 
> 4 4 Omg (1 . 5 4mmo 1 ) SlOml CO&tM 
*/-;McM*U j»7K^K*'J^A 4 2 5mg (3. 
0 8mmo 1) ft Do*. £fi(CT5. 5ltlB)Ji#Ufc. 
E£«£«JET*»U ?DO*W10 0mlitti: 

p st«TSIE «£ET»»Lfc. #&nfc»«* 
75y ^avU*yjV*5A (vU*y;P 2 0g.A* 
*> : lf»X3MP=3 : 1) £T**«U 3 4 6mg 



(11) #&H¥4-3 2 7 5 8 7 

20 

(9 2%) (D^o^^ttttHtLTSH^ttSfffc, 
MASS : FAB (Pos.) m/e ; 2 4 5 (MHO 

[0050] mm m 5 

(1 S, 2 S, 3R) - 1 - [ (p- Mlo:>x;i/*x 

;w -2,3- wy^pi;ijf>?t+-» 

-4- [1- tf h*J/^f***S/) xfJW -4- 

5/^D^>x>©^jfi:±E*li«4T#& (IS, 2 
S.3R) -2,3- WV^nt:iJT>y^y) -4 
- [1- Wh*y^fiW*y) XWW -1-fcH 
i0 U+v- 4 - v^n^>7 1 > 3 1 3mg (1.2 9mm 
ol) t***ft^fl/>8mltlCiWf3ft p-h 
)VX>X)Vfc~)lt7Uy'i H 4 8 9mg (2.57mm 
o 1) R«hUX3 1 *75> 7 1 bfi 1 (5. 1 4mm 
o 1) £JD;t> *#UT2Bm**KTil#L&. R 
**fc*2 0ml SUP A, *WnD*;^5 0ml 

7r>^*7A (3/U*y* 4 0g, M 1 ^:** 
X?;P=5 : 1) fcTHMU yD7^«»ItlT3 
2? 8 2 m g <D*jS*t£*£fl&. 
[0 0 5 1] 

MASS : FAB (Pos.) m/e ; 3 9 9 (MPT) 
H 1 -NMR (CDC 1 3) 6 ; 7. 8 6 (d) , 7. 3 3 

(d) , 5. 6 1 (s) ,5.20 (m) , 4. 8 5 (d) , 
4.7 2 (t) ,4.59 (q) ,4.46 (q) , 3. 3 4 

(s) .2.45 (s) , 1.4 0 - 1.2 5 (m) 

[0052] mmm 6 

2', 3' -o — f vynKU5 f > - 6' -c-*?A- 

6'-0- Och**>*^JW -3-r71f*77/>' 
30 >A0£j&: 3-?71f77 r X> 2 0 2mg (1.5m 
mol) £&*DMF 2m 1 tfcftlAT*»bfc. * 
V>TSfifcT5 0% N a H (jftt 1 ) 7 2. 4mg (1. 
5mmo 1) SlD^ 5-^7^>-5 150 

li\ (0. 7 5mmo 1) fcttATl BIBWtl/fc. - 
*lSK6T#)fch->I/-h 3 0 0mg 
(0.7 5mmol) *i*DMF 5.5mll:»*L 

%t>nit&mzmwtx^)i i o om i £an 

xfJHS7y I p sMttfcTJiiML MJET 

A (Art. 9385 - 4 0 g, CHC U : MeOH :INH 4 
OH = 4 0:1:0.1) tCTlitKU 1 5 Omg©.* 

■fc^tlMibTUfc. 4X*5 5% 
MASS : FAB (Pos.) m/e ; 3 6 1 (MH + ) 
[0 0 5 3] *J6 W 7 

6 ' - C 3 -x7lf^^7 y »A3>£j£ : 

±E§&K« 6 2 1 , 3'-0->f y^nKUf>- 
50 6' -C-^^;U~6' -O- Wh+y^W -3- 
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TJ-tfZJyJz/yAOy&mfc 15 0mg (0.4 2m 
mo 1) £5M-HC 1 -*$J-)),mWL 5 m 1 *P\ZM 

9J-)v*mXs 3ia«ETaBib&a. x*/-/nz 

*#U 5 0 0mg©i/U*y;HC»»3«T75!y>' 
jLvU*yM7A (Art. 9385- 1 0 g, CHCh: 
Me OH : i8NH 4 OH=6 5 : 2 5: 2 fcT»ffl) (C 



®BB¥4-3 2 7 5 8 7 

22 

TflMU 1 0 0mg<OBHfc£«&£«a£LTSfc. 
[0 0 54] 

MASS : FAB (Pos.) m/e ; 2 7 7 (MH + ) 
NMR; (CDs OD) 6 ; 8 . 1 7 (s) ,7.65 

(d) ,7.09 (d) , 5. 9 6 (s) , 5. 4 2 (m) , 
4.6 2 (d) . 4. 5 6 (q) ,4.16 (t) , 1. 44 

(d) 



(si) int. ci. 5 wwe* ffmmm fi SHKX^tmf 

CO 7 F 7/18 A 8018-4H 
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